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Background: Physiologic-based cord clamping (PBCC) involves deferring umbilical
cord clamping until after lung aeration. It is unclear if infant is at risk of becoming
hypothermic during PBCC.
Objectives: To test if PBCC would maintain core temperature more effectively than
immediate cord clamping (ICC).
Design: At 0.93 gestation, fetal lambs were surgically exteriorized and instrumented
from pregnant ewes under general anesthesia. Prior to the start of the experiment,
lambs were thoroughly dried, placed on hot water bottles, and core temperature
was continuously monitored using a rectal thermometer. PBCC lambs (n = 21),
received intermittent positive pressure ventilation (iPPV) for ≥5min prior to umbilical
cord clamping. In ICC lambs (n = 23), iPPV commenced within 60 s after umbilical
cord clamping. iPPV was provided with heated/humidified gas. Lambs were moved
under a radiant warmer after umbilical cord clamping. Additional warmth was provided
using a plastic overlay, hairdryer, and extra water bottles, as needed. Two-way mixed
and repeated measures one-way ANOVAs were used to compare temperature changes
between and within a single group, respectively, over time.
Results: Basal fetal parameters including core temperature were similar between
groups. ICC lambs had a significant reduction in temperature compared to PBCC lambs
(p < 0.001), evident by 1min (p = 0.002). ICC lambs decreased temperature by 0.51◦C
(± 0.42) and 0.79◦C (± 0.55) at 5 and 10min respectively (p < 0.001). In PBCC lambs,
temperature did not significantly change before or after umbilical cord clamping (p = 0.4
and p = 0.3, respectively).
Conclusions: PBCC stabilized core temperature at delivery better than ICC in term
lambs. Hypothermia may not be a significant risk during PBCC.
Keywords: physiologic-based cord clamping, hypothermia, immediate cord clamping (ICC), delayed cord clamping
(DCC), temperature stability, neonate
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WHAT IS KNOWN ABOUT THIS TOPIC
- Delayed cord clamping is recommended for all vigorous
newborns because of improved hemodynamic stability and
placental transfusion.
- Physiologic-based cord clamping is deferring umbilical cord
clamping until the non-vigorous newborn has commenced
breathing or respiratory support has started and the lung
has aerated.
- Concerns of hypothermia are a barrier to implementing both
delayed cord clamping and physiologic based cord clamping.
WHAT THIS STUDY ADDS
- Physiological-based cord clamping maintained core
temperature stability compared to immediate cord clamping
in near-term, newborn lambs.
- Immediate cord clamping resulted in a significant decrease
in core temperature in anesthetized, near-term lambs, despite
extensive efforts to maintain euthermia in all subjects.
- PBCC utilizes the birthing mother as a potential source of
heat and may lead to improved temperature stability in non-
vigorous term newborns at birth.
INTRODUCTION
Physiologic-based cord clamping (PBCC) involves deferring
umbilical cord clamping until after the newborn has commenced
breathing or respiratory support has started and the lung has
aerated. However, it is not clear whether infants are at increased
risk of hypothermia during PBCC, particularly since umbilical
cord clamping may be deferred for several minutes, delaying the
time between birth and when the infant receives heat from the
radiant warmer (1–4).
Hypothermia increases the risk of morbidity and mortality in
the newborn, especially in resource limited settings and remains
a common problem for infants that require NICU admission
in resource abundant settings (5–14). In low birthweight
infants, every 1 degree in admission temperature increased
the risk of mortality by 28% and late on-set sepsis by 11%
(15). Interventions to maintain stable temperatures after birth
include drying the newborn, plastic wrap, warm towels and
hats, humidified and heated gas during respiratory support,
and placing the infant under a radiant warmer (12–14).
Deferred umbilical cord clamping in vigorous preterm and term
infants is currently recommended for at least 60 s (16, 17).
Randomized trials comparing deferred umbilical cord clamping
to immediate cord clamping (ICC) have not shown increased
risk of hypothermia (18–21). However, these studies enrolled
vigorous infants. Delays before placing the infant on the warming
bed were brief. There is a growing body of evidence that
providing respiratory support prior to umbilical cord clamping
is feasible and may be beneficial for even the most vulnerable and
non-vigorous newborns (1–4, 22, 23).
Depending on gestational age, before birth a large percentage
of fetal cardiac output (30-50%) perfuses the placenta and ∼30%
of fetal blood volume is in the placenta at any moment in time.
Because of the high perfusion rate and the fact that the placenta
remains in utero during PBCC, it is possible that maternal body
heat is a potentially overlooked source of heat for the newborn
(24–26). That is, the infant’s blood may undergo re-heating to
maternal core body temperature as it perfuses the placenta,
prior to returning to the newborn. We aimed to explore core
temperature changes in near-term lambs who received PBCC or
ICC. We hypothesized that PBCC would improve temperature
stability and reduce hypothermia in near-term lambs compared
to lambs undergoing ICC.
MATERIALS AND METHODS
All experimental procedures were performed in accordance with
the National Health and Medical Research Council Code of
Practice for the Care and Use of Animals for Scientific Purposes
and were approved by Monash University “MMCA” Ethics
committee. This is a secondary analysis of core temperature
stability using data from primary experiments that compared
cardiopulmonary changes in lambs that were managed with
ICC vs. PBCC. We reviewed electronic experimental records
performed at our lab between 2015 and 2018 for eligible lambs
to include in the analysis. Eligible lambs were delivered at ∼138
days, had a baseline temperature≥36.5◦C, baseline fetal pH≥7.1,
and had a rectal temperature probe that recorded continuous
information. Baseline temperature was defined as the average
temperature in the 30 s prior to the start of the experiment. Lambs
in the PBCC arm were required to have ≥5min of ventilation,
an increase in pulmonary blood flow, and a pattern of left to
right shunting seen in the pulmonary artery flow probe prior
to umbilical cord clamping. Lambs were excluded if they were
excluded from the analysis in the primary experiments because
of clinical instability. The lambs analyzed in this study were
selected from previously conducted experiments investigating
physiologic changes during birth comparing PBCC to ICC in
near-term lambs with congenital diaphragmatic hernia (CDH),
lung hypoplasia, and healthy control lambs or lambs that had
sham procedures and did not have cardiorespiratory issues (27–
32). Investigators aimed to maintain normal temperatures in all
lambs (≥38◦C) in order to avoid a confounding variable to the
measured outcomes of the primary experiments. A temperature
of ≤37◦C prompted investigators to apply additional warming
measures, like the use of a hairdryer, replacing the dry towels, and
further drying.
Surgical Preparation and Instrumentation
Pregnant border-leicester ewes underwent cesarean section at
138 ± 1 days’ gestation (approximately equivalent to 36 weeks’
gestation in humans, full term is ∼149 days) under general
anesthesia as previously described (27–30, 32). Near-term fetal
lambs were exposed by hysterotomy. Polyvinyl catheters (20
gauge) were inserted into the left fetal carotid artery and jugular
vein. The fetal trachea was intubated with a 4–4.5mm cuffed
endotracheal tube and lung liquid was passively drained prior to
commencing intermittent positive pressure ventilation (iPPV).
An ultrasonic flow probe (Transonic Systems, Ithaca, USA)
was placed around the left main pulmonary artery to measure
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pulmonary blood flow. A temperature probe (Large Animal
Rectal Probe, ADInstruments, NSW, Australia) was inserted into
the rectum for continuous core temperature monitoring. All data
were digitally recorded throughout the study and visible on a
large, high-definition screen for continuous monitoring by the
investigators during the experiment (Labchart, ADInstruments,
NSW, Australia). All experiments were conducted in a single,
climate-controlled room with an ambient temperature of 20◦C.
Experimental Intervention, Ventilation, and
Monitoring
In ICC lambs, the experiment commenced with umbilical
cord clamping, whereas in the PBCC lambs the experiment
commenced with ventilation onset. Near-term lambs
randomized to the ICC group received mechanical iPPV
within 60 s of umbilical cord clamping. In lambs randomized
to the PBCC group, mechanical iPPV commenced >5min
before umbilical cord clamping while the lambs remained
on the ewe’s abdomen. Tidal volume targets and increases
in pulmonary blood flow were used as indicators for lung
aeration and transition of cardiopulmonary transition from
fetal to neonatal life. These indicators determined when the
investigators clamping the umbilical cord in PBCC lambs. Efforts
to maintain euthermia began during the instrumentation process
and continued throughout the experiment by continuously
monitoring core body temperatures. In both groups of lambs,
exposure to the ex-utero environment greatly increased the
potential for heat loss, which was minimized by thoroughly
drying the lambs, replacing wet towels with dry towels, placing
lambs on hot water bottles, and covering exposed areas with
plastic wrap. Additional heat was provided using a hairdryer if
temperature dropped below 37◦C. Lambs in both groups were
transferred to the infant warming bed as soon as possible after
umbilical cord clamping. The warming bed had a fresh hot water
bottle and an overhead radiant warmer set on 100% manual
heat (Cosy Cot Infant Warmer, Fisher and Paykel, Auckland,
New Zealand). If core temperature rose above 39◦C, the radiant
warmer was adjusted and the plastic wrap and/or hot water
bottles removed as required.
In all subjects, ventilation began with a sustained inflation
(30 cmH2O for 30 s) delivered via a T-piece positive pressure
inflation device (Neopuff, Fisher and Paykel Healthcare,
Panmure, Auckland, NZ), followed by volume-guaranteed
mechanical iPPV at 4–7 ml/kg with a positive end-expiratory
pressure of 5 cmH2O, rate of 60 inflations per minute, inspiratory
time of 0.5 s and fraction of inspired oxygen (FiO2) of 0.21
(Babylog 8000 Plus ventilator, Drager, Lubeck, Germany). The
sustained inflation was dry, unheated air. Once on the ventilator,
the gas was humidified and heated to 37◦C (MR850, Fisher
& Paykel, Auckland, New Zealand) (12). Ventilation and FiO2
adjustments were made as needed to maintain pre-specified
targets per experimental protocols. Arterial blood gas samples
were collected at baseline, prior to the start of the experiment,
then every 5min using an ABL700 Blood Gas Analyser
(Radiometer, Copenhagen, Denmark). All lambs were ventilated
for at least 30min. After umbilical cord clampig, all lambs
began an infusion of Alfaxan (5–15 mg/kg/h, Jurox, Rutherford,
Australia) in 5% dextrose to maintain sedation during the
experiment. Ewes were administered a lethal dose of sodium
pentobarbitone (100 mg/kg intraveneously, Jurox, Rutherdord,
Australia) following umbilical cord clamping. Lambs were
administered a lethal dose of sodium pentobarbitone (100mg/kg)
at the end of the experiment.
Analysis and Statistics
Baseline and fetal data were analyzed using paired Student’s t-
test for parametric data and Mann Whitney U test for non-
parametric data. Two-way mixed ANOVA with Games-Howell
post-hoc analysis was performed to compare continuous variables
between groups. One-way repeated measures ANOVA with
Bonferroni correction for multiple comparisons was used for
parametric data to analyze the changes in continuous variables
over time within each group. Normal data are presented
as mean ± standard deviation and non-normative data is
presented as median (interquartile range). SPSS (Version 25,
IBM, Armonk, USA) was used for all statistical calculations.
Statistical significance was accepted as p < 0.05.
RESULTS
Subject Selection, Baseline Fetal
Characteristics, and Experimental
Conditions
We screened 65 lambs for eligibility; 30 lambs received ICC
and 35 lamb received PBCC (Figure 1). Seven ICC lambs and
14 PBCC lambs were excluded. We included 23 lambs that
received ICC and 21 lambs that received PBCC. Fetal baseline
characteristics, including basal temperature, weight, gender,
and blood gas status were similar between groups (Table 1).
Ventilation began at 15 (IQR 6-57) s after umbilical cord
clamping in ICC lambs, whereas, in PBCC lambs, ventilation
began 617 (IQR 430-634) s before umbilical cord clamping. ICC
lambs were moved to the warming bed significantly sooner than
PBCC lambs (ICC: 300 (IQR 30-490) s vs. PBCC: 694 (650-
739) s, p < 0.001). Pulmonary blood flow increased significantly
during the first 10min of ventilation in both groups (p < 0.001
for ICC and PBCC) but there was no difference in pulmonary
blood flow between groups (p = 0.5). There were no significant
differences in pH and CO2 in the first 10min after ventilation
onset between groups.
Temperature Changes Following
Ventilation Onset
Temperature decreased significantly in the ICC group over the
first 20min of the experiment (p < 0.001), with a significant
decrease from baseline temperature by 4min (p = 0.01). By 5
and 10min of the experiment, temperature in the ICC lambs
decreased by −0.51 ± 0.42◦C and −0.79 ± 0.55◦C, respectively
(Figure 2, Table 2). Mean group temperature in the ICC lambs
reached a nadir of −0.95 ± 0.78◦C from baseline 13min after
starting the experiment (p < 0.001). The average maximum
decrease in temperature for individual ICC lambs was −1.1
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FIGURE 1 | Criteria for inclusion and exclusion, CDH, congenital diaphragmatic hernia; LH, lung hypoplasia.
TABLE 1 | Baseline characteristics presented in mean and standard deviation or
median and interquartile range (25 to 75%), kg, kilograms; temp, temperature; s,
seconds; C◦, degrees Celsius; CO2, carbon dioxide; mmHg, millimeters of
mercury, *denotes significant difference (p < 0.05).
Immediate cord
clamping, N = 23
Physiologic
based cord
clamping, N = 21
p-value
Weight, kg 4.29 ± 0.7 4.17 ± 0.6 0.56
Gender, % Male 63% 61% 0.93
Fetal temp, C◦ 37.8 ± 0.7 38.1 ± 0.6 0.14
Fetal pH 7.24 ± 0.06 7.21 ± 0.08 0.11
Fetal CO2, mmHg 64 ± 7 67 ± 10 0.32
Umbilical cord clamp, s 0 ± 0 617 (430-634) NA
Umbilical cord clamp to
ventilation, s
15 (6–57) NA NA
Time to place lamb under
radiant warmer, s*
300 (30–490) 694 (650-739) <0.001
± −0.5◦C at 12 ± 4min (p < 0.001). By 20min temperature
had stabilized and increased to −0.7 ± 0.5◦C from baseline. In
comparison, temperature in the PBCC group did not change
over time (p= 0.4). Compared to ICC lambs, temperature in the
PBCC lambs was significantly higher by 1min (Figure 3A, p <
0.001) and remained higher throughout the first 10min of the
experiment (p= 0.002).
Temperature Changes With Umbilical Cord
Clamping
To determine whether the reductions in temperature observed
in ICC lambs were driven primarily by timing of cord clamping,
we compared changes in temperature upon umbilical cord
FIGURE 2 | Change in temperature from the start of the experiment in lambs
receiving immediate cord clamping (ICC) displayed in mean ± SD using
one-way repeated measures ANOVA with Bonferroni correction, m, minutes,
*denotes significant difference (p < 0.05) in temperature from baseline.
clamping in both groups (Figure 3B). The ICC group had a
significant decrease in temperature compared to the PBCC group
(p = 0.003) which reached significance 7min after umbilical
cord clamping (p = 0.03). While temperature in the PBCC
group did decrease after cord clamping, this was not statistically
significance (p = 0.3). PBCC lambs reached a nadir of −0.34 ±
0.51◦C, 8min after umbilical cord clamping (Table 2).
Temperature Changes With Early
Movement to the Radiant Warmer
Due to differences in protocols of the primary experiments,
10 lambs in the ICC group were moved to the warming
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bed with a radiant warmer within 60 s of umbilical cord
clamping (ICC: 38 ± 20 s vs. PBCC: 683 ± 140 s, p <
0.001). Early movement to the warming bed still resulted
in a significant decrease in temperature in this subgroup
of ICC lambs compared to the PBCC lambs (Figure 4A,
p < 0.001). The decrease in temperature was significant
by 2min compared to PBCC (p = 0.02) and by 5min
(p = 0.04) compared to the baseline temperature in
this subgroup.
TABLE 2 | Experimental results presented in means and standard deviation or
median and interquartile range (25 to 75%), Temp, temperature; min, minutes; C◦,
degrees Celsius; UCC, umbilical cord clamping; CO2, carbon dioxide; mmHg,
millimeters of mercury, *denotes significant difference (p < 0.05).
Immediate cord
clamping, N = 23
Physiologic
based cord
clamping, N = 21
p-value
Temp change 5min, C◦* −0.43
(−0.28-−0.78)
0.0 (−0.08-0.09) < 0.001
Temp change 10min, C◦* −0.79 ± 0.55 0.07 ± 0.43 < 0.001
Temp change 5min after
UCC, C◦
−0.51 ± 0.42 −0.32 ± 0.57 0.2
Temp change 10min after
UCC, C◦*
−0.79◦C ± 0.55 −0.29 ± 0.47 < 0.001
Temp nadir, C◦ and time
from UCC, min*
−0.95 ± 0.78,
13min
−0.34 ± 0.51,
8min
< 0.001
pH at 5min 7.21 ± 0.11 7.25 ± 0.07 0.11
pH change at 5 min* −0.04 ± 0.1 0.03 ± 0.03 0.003
pH at 10min 7.22 ± 0.15 7.25 ± 0.08 0.42
pH change at 10min −0.03 ± 0.14 0.03 ± 0.06 0.12
CO2 at 5min, mmHg 62 ± 19 57 ± 11 0.22
CO2 at 10min, mmHg 63 ± 26 58 ± 12 0.45
Temperature Changes in ICC Lambs With
Early vs. Late Movement to the Radiant
Warmer
We compared the ICC lambs that moved to the warming bed
early (N = 10) vs. ICC lambs that moved to the warming bed
late (N = 13, Figure 4B, early warming bed ICC: 38 ± 20 s
vs. late warming bed ICC: 412 ± 178 s, p < 0.001). There was
no significant difference in temperature between the early and
late warming bed ICC subgroups during the first 10min of
the experiment (p = 0.5). Both ICC subgroups had significant
decreases in temperature after umbilical cord clamping (Early
warming bed ICC lambs: p = 0.006, maximum decrease −0.95
± 0.14◦C at 10min and late warming bed ICC lambs: p = 0.001,
with a maximum decrease −0.66± 0.16◦C at 10 min).
DISCUSSION
Immediate cord clamping is the current standard of care for
the non-vigorous newborn (16). It is thought that this approach
allows the infant to receive respiratory support as soon as
possible after birth and will minimize the reduction in core
body temperature associated with exposure to the extra-uterine
environment (33). It has been suggested that PBCC may be
associated with an increased risk of hypothermia because the
application of radiant heat during PBCC presents a logistical
challenge, resulting in delays to placing the infant under the
radiant warmer or careful planning to apply radiant heat during
deferred cord clamping (1, 3, 4, 34). However, we found that
near-term PBCC lambs remained normothermic during PBCC
suggesting that the maintenance of the umbilical circulation
was able to partially mitigate the increased heat loss caused by
fetal externalization. Presumably this is because the placenta
remains within the maternal pelvis and that the lamb’s blood is
continuously being reheated as it flows through the fetal side of
FIGURE 3 | (A) Change in temperature from the start of the experiment in lambs receiving immediate cord clamping (ICC) vs. physiologic-based cord clamping
(PBCC) displayed in mean ± SD using two-way mixed ANOVA with Games-Howell post-hoc analysis. (B) Change in temperature from the time of umbilical cord
clamping in lambs receiving ICC vs. PBCC displayed in mean ± SD using two-way mixed ANOVA with Games-Howell post-hoc analysis. ICC, immediate cord
clamping; PBCC, physiological based cord clamping; m, minutes, *denotes significant difference (p < 0.05) in temperature between groups.
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FIGURE 4 | (A) Change in temperature from the start of the experiment in lambs that received immediate cord clamping (ICC) and were transferred to the warming
bed early (mean 38 ± 20 s after umbilical cord clamping) vs. physiologic-based cord clamping (PBCC) displayed in mean ± SD using two-way mixed ANOVA with
Games-Howell post-hoc analysis. (B) Change in from the start of the experiment in lambs that received ICC and transferred to the warming bed early (mean 38 ± 20 s
after umbilical cord clamping) vs. late (mean 412 ± 178 s after umbilical cord clamping) displayed in mean ± SD using two-way mixed ANOVA with Games-Howell
post-hoc analysis. ICC, immediate cord clamping; PBCC, physiological based cord clamping; m, minutes, *denotes significant difference (p < 0.05) in temperature
between groups.
the placenta (24–26). Temperature stability may even be superior
in PBCC compared to ICC.
During these experiments, we attempted to maintain core
temperature of the lambs using both standard (radiant heat
warmer after umbilical cord clamping, plastic wrap, and heated-
humidified gases during respiratory support) and non-standard
(continuous core temperature monitoring, hot air from a hair
dryer and hot water bottles) warming techniques because
the primary objective of these experiments was to study the
differences in cardiovascular changes associated with PBCC
vs. ICC (12–14). Despite this, ICC lambs still had significant
decreases in body temperature. Anecdotally, we have found
that the efforts required to maintain core body temperature
were greater following ICC than during PBCC, requiring more
non-standard warming techniques. In PBCC lambs, we found
that core body temperature was easily maintained by simply
drying the lamb and applying one hot water bottle. Following
umbilical cord clamping, further drying of the lamb, a hot water
bottle, a plastic wrap, overhead radiant warmer and hot air were
commonly required.
Umbilical cord clamping in the PBCC group did not
reproduce the same decrease in core body temperature as
occurred in ICC lambs. A simple explanation could be that
with ICC, loss of the “placental heat source” coincides with the
time when the lambs are wetter and, therefore, the potential for
evaporative heat loss is at its greatest. PBCC lambs may have
been dryer when umbilical cord clamping occurred and were
transferred to the warming table. Lambs are difficult to effectively
dry as they can have well developed levels of fleece, particularly
on their extremities. While ICC lambs lost, on average 1◦C
from baseline at 12min after umbilical cord clamping, we
were eventually able to manage temperature losses and they
all had improved temperature stability for the remainder of
the experiment.
Warming the infant by allowing its blood to be reheated as it
flows through an intact placental circulation may be a superior
mechanism of supplying heat to the newborn compared to an
external heat source. Similarly, invasive heating techniques that
supply warmth directly to the circulatory system in children
are extremely efficient. Extracorporeal membrane oxygenation is
recommended by some experts in cases of refractory moderate
and severe accidental hypothermia, with rewarming times far
quicker than reported using external heat sources, but there
is a paucity of reports using invasive warming techniques in
neonates (35–37).
As PBCC and deferred umbilical cord clamping are
approaches that do not rely on sophisticated equipment, they
are available in resource limited settings where warming beds are
less available, hypothermia is more common, and hypothermia is
more associated with increased mortality (7–10). Deferred cord
clamping is recommended for all vigorous infants immediately
after birth in resource limited settings (38). This experiment
demonstrates that PBCC may maintain the core temperature of
the non-vigorous infant and augment the effectiveness of skin-
to-skin contact to post-resuscitation. Preclinical experiments
should also be conducted to determine the effects of ongoing
placental circulation on maintaining temperature stability in
preterm animals.
Clinical observations have refuted the concept that
hypothermia may instigate pulmonary hypertension, but
none of these studies were able to comment on whether
temperature influences the initial pulmonary vascular
dilation immediately after birth (39–41). We found that
pulmonary blood flow was unaffected by the modest
difference in temperature between groups and increased
with ventilation onset as previously reported by our group
(42–44). Further studies, with larger differences in core
temperature would be needed to confirm consistent with
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clinical observations and extend our understanding of the effect
of temperature on pulmonary blood flow in the immediate
newborn period.
LIMITATIONS
The lambs were born under general anesthesia in experimental
conditions with mild acidois, which blocks endogenous
thermogenic responses, including both shivering and non-
shivering thermogenesis. Non-shivering thermogenesis, which
is a common mechanism adopted by newborns (including
humans), involves oxidation of brown fat that surrounds
abdominal organs with high blood flows and so effectively also
warms the blood. In this experiment, individual differences
in endogenous thermogenic responses between lambs were
blunted and we were able to clearly define the role of PBCC
in providing superior (compared to ICC) temperature stability
after birth. The ambient temperature in the room was lower than
the currently recommended range of 23◦C to 27◦C for preterm
infants, but these lambs were closer to 36 weeks in humans
and ambient room temperature did not vary between groups
(45). Clinicians can be reassured that PBCC likely maintains
euthermia in compromised term and near-term newborns, but
further consideration is required as to how this relates to very
preterm infants.
In 13 ICC lambs, there was a delay in moving the lamb to
the radiant warmer because moving the lamb can introduce
movement artifacts into continuous physiological recordings
during a critical time of the experiment. This delay appeared
to have no increased effect on body temperature. Both ICC
subgroups (early and late to the warming bed) had significant
decreases in core temperature after umbilical cord clamping,
compared with the PBCC lambs.
The umbilical cord was clamped for a median of 15 (IQR
4-57) s prior to the initiation of ventilation in ICC lambs.
The initial 30 s of ventilation in both groups was provided as
a sustained inflation of dry, cold air, followed by ventilation
of heated, humidified air. Therefore, the ICC had 60 s without
placental circulation and without heated, humidified air, while
the PBCC lambs did not. This minute without a source of heat,
besides the heated water bottled and dry towels, may have affected
our results. However, we felt that the measures to maintain
temperature in the ICC group is substantially more than is
typically provided to the compromised newborn.
As this was a retrospective analysis, we did not measure
maternal core body temperatures, but as baseline fetal body
temperatures (Table 1) were similar, we would expect there to be
no differences between the groups. In sheep, it is well known that
fetal body temperatures closely tracks maternal core temperature
and remains ∼1◦C above maternal core temperatures (46–50).
Thus, no difference in baseline fetal body temperatures strongly
suggests that maternal core temperatures were also not different.
Physiological-based cord clamping maintained core
temperature stability compared to immediate cord clamping.
Immediate cord clamping resulted in a significant decrease
in core temperature in anesthetized, near-term lambs, despite
extensive efforts to maintain euthermia in all subjects. Thus, it
appears that PBCC utilizes the birthing mother as a source of
heat and may lead to improved temperature stability in term and
near-term, non-vigorous newborns who require help breathing
at birth.
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Supplementary Figure 1 | Changes in temperature from the start of the
experiment in all lambs from the start of the experiment. ICC, immediate cord
clamping; PBCC, physiological based cord clamping; m, minutes.
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Supplementary Figure 2 | Temperature from the start of the experiment in lambs
that received immediate cord clamping (ICC) vs. physiologic-based cord clamping
(PBCC) displayed in mean ± SD using two-way mixed ANOVA with
Games-Howell post-hoc analysis. ICC, immediate cord clamping; PBCC,
physiological based cord clamping; m, minutes, ∗ denotes significant difference (p
< 0.05) in temperature between groups.
REFERENCES
1. Brouwer E, Knol R, Vernooij ASN, van den Akker T, Vlasman PE, Klumper
F, et al. Physiological-based cord clamping in preterm infants using a new
purpose-built resuscitation table: a feasibility study. Arch Dis Child Fetal
Neonatal Ed. (2019) 104:F396–402. doi: 10.1136/archdischild-2018-315483
2. Winter J, Kattwinkel J, Chisholm C, Blackman A, Wilson S, Fairchild K.
Ventilation of preterm infants during delayed cord clamping (VentFirst):
a pilot study of feasibility and safety. Am J Perinatol. (2017) 34:111–6.
doi: 10.1055/s-0036-1584521
3. Katheria AC, Brown MK, Faksh A, Hassen KO, Rich W, Lazarus D, et al.
Delayed cord clamping in newborns born at term at risk for resuscitation:
a feasibility randomized clinical trial. J Pediatr. (2017) 187:313–7 e1.
doi: 10.1016/j.jpeds.2017.04.033
4. Blank DA, Badurdeen S, Omar FKC, Jacobs SE, Thio M, Dawson JA, et al.
Baby-directed umbilical cord clamping: a feasibility study. Resuscitation.
(2018) 131:1–7. doi: 10.1016/j.resuscitation.2018.07.020
5. Lyu Y, Shah PS, Ye XY,Warre R, Piedboeuf B, Deshpandey A, et al. Association
between admission temperature and mortality and major morbidity in
preterm infants born at fewer than 33 weeks’ gestation. JAMA Pediatr. (2015)
169:e150277. doi: 10.1001/jamapediatrics.2015.0277
6. Wilson E, Maier RF, Norman M, Misselwitz B, Howell EA, Zeitlin J, et al.
Admission hypothermia in very preterm infants and neonatal mortality and
morbidity. J Pediatr. (2016) 175:61–7 e4. doi: 10.1016/j.jpeds.2016.04.016
7. Lunze K, Bloom DE, Jamison DT, Hamer DH. The global burden of neonatal
hypothermia: systematic review of a major challenge for newborn survival.
BMCMed. (2013) 11:24. doi: 10.1186/1741-7015-11-24
8. Mullany L, Katz J, Khatry S, Leclerq S, L Darmstadt G, Tielsch J. Risk of
mortality associated with neonatal hypothermia in southern Nepal. Arch
Pediatr Adolesc Med. (2010) 164:650–6. doi: 10.1001/archpediatrics.2010.103
9. Demissie BW, Abera BB, Chichiabellu TY, Astawesegn FH. Neonatal
hypothermia and associated factors among neonates admitted to neonatal
intensive care unit of public hospitals in Addis Ababa, Ethiopia. BMC Pediatr.
(2018) 18:263. doi: 10.1186/s12887-018-1238-0
10. Oatley HK, Blencowe H, Lawn JE. The effect of coverings, including plastic
bags and wraps, on mortality and morbidity in preterm and full-term
neonates. J Perinatol. (2016) 36 Suppl 1:S83–9. doi: 10.1038/jp.2016.35
11. Laptook AR, Bell EF, Shankaran S, Boghossian NS, Wyckoff MH, Kandefer S,
et al. Admission temperature and associated mortality and morbidity among
moderately and extremely preterm infants. J Pediatr. (2018) 192:53–9 e2.
doi: 10.1016/j.jpeds.2017.09.021
12. McGrory L, Owen LS, Thio M, Dawson JA, Rafferty AR, Malhotra
A, et al. A randomized trial of conditioned or unconditioned gases
for stabilizing preterm infants at birth. J Pediatr. (2018) 193:47–53.
doi: 10.1016/j.jpeds.2017.09.006
13. te Pas AB, Lopriore E, Dito I, Morley CJ, Walther FJ. Humidified and heated
air during stabilization at birth improves temperature in preterm infants.
Pediatrics. (2010) 125:e1427–32. doi: 10.1542/peds.2009-2656
14. McCarthy LK, Molloy EJ, Twomey AR, Murphy JF, O’Donnell
CP. A randomized trial of exothermic mattresses for preterm
newborns in polyethylene bags. Pediatrics. (2013) 132:e135–41.
doi: 10.1542/peds.2013-0279
15. Laptook AR, Salhab W, Bhaskar B, Neonatal Research N. Admission
temperature of low birth weight infants: predictors and associatedmorbidities.
Pediatrics. (2007) 119:e643–9. doi: 10.1542/peds.2006-0943
16. Perlman JM, Wyllie J, Kattwinkel J, Wyckoff MH, Aziz K, Guinsburg
R, et al. Part 7: neonatal resuscitation: 2015 international consensus on
cardiopulmonary resuscitation and emergency cardiovascular care science
with treatment recommendations. Circulation. (2015) 132(16 Suppl 1):S204–
41. doi: 10.1161/CIR.0000000000000276
17. Wyckoff MH, Aziz K, Escobedo MB, Kapadia VS, Kattwinkel J, Perlman
JM, et al. Part 13: neonatal resuscitation: 2015 American Heart Association
guidelines update for cardiopulmonary resuscitation and emergency
cardiovascular care. Circulation. (2015) 132(18 Suppl 2):S543–60.
doi: 10.1161/CIR.0000000000000267
18. Fogarty M, Osborn DA, Askie L, Seidler AL, Hunter K, Lui K,
et al. Delayed vs early umbilical cord clamping for preterm infants: a
systematic review and meta-analysis. Am J Obstet Gynecol. (2018) 218:1–18.
doi: 10.1016/j.ajog.2017.10.231
19. Tarnow-Mordi W, Morris J, Kirby A, Robledo K, Askie L, Brown R, et al.
Delayed versus immediate cord clamping in preterm infants. N Engl J Med.
(2017) 377:2445–55. doi: 10.1056/NEJMoa1711281
20. Kaempf JW, Tomlinson MW, Kaempf AJ, Wu Y, Wang L, Tipping N, et al.
Delayed umbilical cord clamping in premature neonates. Obstet Gynecol.
(2012) 120(2 Pt 1):325–30. doi: 10.1097/AOG.0b013e31825f269f
21. Rabe H, Diaz-Rossello JL, Duley L, Dowswell T. Effect of timing of umbilical
cord clamping and other strategies to influence placental transfusion at
preterm birth on maternal and infant outcomes. Cochrane Database Syst Rev.
(2012) 2012:CD003248. doi: 10.1002/14651858.CD003248.pub3
22. Katheria A, Poeltler D, Durham J, Steen J, Rich W, Arnell K, et al. Neonatal
resuscitation with an intact cord: a Randomized clinical trial. J Pediatr. (2016)
178:75–80 e3. doi: 10.1016/j.jpeds.2016.07.053
23. Foglia EE, Ades A, Hedrick HL, Rintoul N, Munson DA, Moldenhauer J,
et al. Initiating resuscitation before umbilical cord clamping in infants with
congenital diaphragmatic hernia: a pilot feasibility trial. Arch Dis Child Fetal
Neonatal Ed. (2019) 105:322–6. doi: 10.1136/archdischild-2019-317477
24. Yao A, Moinian M, Linde J. Distribution of blood between infant and placenta
after birth. Lancet. (1969) 2:4.
25. Aladangady N, McHugh S, Aitchison TC, Wardrop CA, Holland BM. Infants’
blood volume in a controlled trial of placental transfusion at preterm delivery.
Pediatrics. (2006) 117:93–8. doi: 10.1542/peds.2004-1773
26. Yao AC, Lind J. Blood volume in the asphyxiated term neonate. Biol Neonate.
(1972) 21:199–209. doi: 10.1159/000240508
27. Polglase GR, Blank DA, Miller SI, Kluckow vSM. Physiologically based
cord clamping stabilises cardiac output and reduces cerebrovascular injury
in asphyxiated near-term lambs. Arch Dis Child Fetal Neonatal Ed. (2017)
2017:F1-9. doi: 10.1136/archdischild-2017-313657
28. Kashyap AJ, Crossley KJ, DeKoninck PLJ, Rodgers KA, Thio M,
Skinner SM, et al. Neonatal cardiopulmonary transition in an ovine
model of congenital diaphragmatic hernia. Arch Dis Child Fetal
Neonatal Ed. (2019) 104:F617–23. doi: 10.1136/archdischild-2018-3
16045
29. DeKoninck PLJ, Crossley KJ, Kashyap AJ, Skinner SM, Thio M, Rodgers KA,
et al. Effects of tracheal occlusion on the neonatal cardiopulmonary transition
in an ovine model of diaphragmatic hernia. Arch Dis Child Fetal Neonatal Ed.
(2019) 104:F609–16. doi: 10.1136/archdischild-2018-316047
30. Kashyap AJ, Hodges RJ, Thio M, Rodgers KA, Amberg BJ, McGillick
EV, et al. Physiologically based cord clamping improves cardiopulmonary
haemodynamics in lambs with a diaphragmatic hernia. Arch Dis Child Fetal
Neonatal Ed. (2019). 105:18–25. doi: 10.1136/archdischild-2019-316906
31. Kashyap AJ, Dekoninck PLJ, Rodgers KA, Thio M, McGillick EV, Amberg
BJ, et al. Antenatal sildenafil treatment improves neonatal pulmonary
hemodynamics and gas exchange in lambs with diaphragmatic hernia.
Ultrasound Obstet Gynecol. (2019) 54:506–16. doi: 10.1002/uog.20415
32. McGillick EV, Davies IM, Hooper SB, Kerr LT, Thio M, DeKoninck
P, et al. Effect of lung hypoplasia on the cardiorespiratory transition
in newborn lambs. J Appl Physiol. (1985) (2019) 127:568–78.
doi: 10.1152/japplphysiol.00760.2018
33. Wyllie J, Bruinenberg J, Roehr CC, Rudiger M, Trevisanuto D, Urlesberger
B. European resuscitation council guidelines for resuscitation 2015: section 7.
Resuscitation and support of transition of babies at birth. Resuscitation. (2015)
95:249–63. doi: 10.1016/j.resuscitation.2015.07.029
34. Badurdeen S, Blank D. Resuscitating Newborn Infants With the Umbilical
Cord Intact- The Baby-Directed Umbilical Cord Cutting (Baby-DUCC)
Frontiers in Pediatrics | www.frontiersin.org 8 October 2020 | Volume 8 | Article 584983
Blank et al. Improved Temperature Stability With PBCC
Trial Australian New Zealand Clinical Trials Registry2018. Available online
at: https://www.anzctr.org.au/Trial/Registration/TrialReview.aspx?id=374884
35. Scaife ER, Connors RC, Morris SE, Nichol PF, Black RE, Matlak ME,
et al. An established extracorporeal membrane oxygenation protocol
promotes survival in extreme hypothermia. J Pediatr Surg. (2007) 42:2012–6.
doi: 10.1016/j.jpedsurg.2007.08.018
36. Kaplan M, Eidelman AI. Improved prognosis in severely hypothermic
newborn infants treated by rapid rewarming. J Pediatr. (1984) 105:470–4.
doi: 10.1016/S0022-3476(84)80031-1
37. Sgro M, Campbell DM, Gandhi N. Nontherapeutic neonatal hypothermia.
Paediatr Child Health. (2016) 21:178–80. doi: 10.1093/pch/21.4.178
38. WHO. Guideline: Delayed Umbilical Cord Clamping for Improved Maternal
and Infant Health and Nutrition Outcomes. Geneva: World Health
Organisation (2014).
39. Lakshminrusimha S. The pulmonary circulation in neonatal respiratory
failure. Clin Perinatol. (2012) 39:655–83. doi: 10.1016/j.clp.2012.06.006
40. Thoresen M. Hypothermia after perinatal asphyxia: selection for
treatment and cooling protocol. J Pediatr. (2011) 158(2 Suppl):e45–9.
doi: 10.1016/j.jpeds.2010.11.013
41. Toubas P.L., Hof R.P., HeymannM.A., RudolphA. Effects of hypothermia and
rewarming on the neonatal circulation.Arch Fr Pediatr. (1978) 35(Suppl 10):9.
42. Bhatt S, Alison BJ, Wallace EM, Crossley KJ, Gill AW, Kluckow M, et al.
Delaying cord clamping until ventilation onset improves cardiovascular
function at birth in preterm lambs. J Physiol. (2013) 591:2113–26.
doi: 10.1113/jphysiol.2012.250084
43. Polglase GR, Dawson JA, Kluckow M, Gill AW, Davis PG, Te Pas AB, et al.
Ventilation onset prior to umbilical cord clamping (physiological-based cord
clamping) improves systemic and cerebral oxygenation in preterm lambs.
PLoS ONE. (2015) 10:e0117504. doi: 10.1371/journal.pone.0117504
44. Blank DA, Polglase GR, Kluckow M, Gill AW, Crossley KJ, Moxham A,
et al. Haemodynamic effects of umbilical cord milking in premature sheep
during the neonatal transition. Arch Dis Child Fetal Neonatal Ed. (2018)
103:F539–F46. doi: 10.1136/archdischild-2017-314005
45. Jia YS, Lin ZL, Lv H, Li YM, Green R, Lin J. Effect of delivery
room temperature on the admission temperature of premature
infants: a randomized controlled trial. J Perinatol. (2013) 33:264–7.
doi: 10.1038/jp.2012.100
46. Laburn HP, Faurie A, Goelst K, Mitchell D. Effects on fetal and maternal body
temperatures of exposure of pregnant ewes to heat, cold, and exercise. J Appl
Physiol. (2002) 92:802–8. doi: 10.1152/japplphysiol.00109.2001
47. Laburn HP, Mitchell D, Goelst K. Fetal and maternal body temperatures
measured by radiotelemetry in near-term sheep during thermal stress. J Appl
Physiol. (1985) (1992). 72:894-900. doi: 10.1152/jappl.1992.72.3.894
48. Andrianakis P, Walker D. Effect of hyperthermia on uterine and
umbilical blood flows in pregnant sheep. Exp Physiol. (1994) 79:1–13.
doi: 10.1113/expphysiol.1994.sp003735
49. Andrianakis P, Walker DW, Ralph MM, Thorburn GD. Effect of inhibiting
prostaglandin synthesis in pregnant sheep with 4-aminoantipyrine under
normothermic and hyperthermic conditions. Am J Obstet Gynecol. (1989)
161:241–7. doi: 10.1016/0002-9378(89)90273-1
50. Andrianakis P, Walker DW, Ralph MM, Thorburn GD. Effects of
hyperthermia on fetal and maternal plasma prostaglandin concentrations
and uterine activity in sheep. Prostaglandins. (1989) 38:541–55.
doi: 10.1016/0090-6980(89)90148-2
Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.
Copyright © 2020 Blank, Crossley, Kashyap, Hodges, DeKoninck,McGillick, Rodgers,
te Pas, Hooper and Polglase. This is an open-access article distributed under the
terms of the Creative Commons Attribution License (CC BY). The use, distribution
or reproduction in other forums is permitted, provided the original author(s) and
the copyright owner(s) are credited and that the original publication in this journal
is cited, in accordance with accepted academic practice. No use, distribution or
reproduction is permitted which does not comply with these terms.
Frontiers in Pediatrics | www.frontiersin.org 9 October 2020 | Volume 8 | Article 584983
